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Status 

1)13 Responsive to communication(s) filed on 05 August 2003 
2a)D This action is FINAL. 2 b)E This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 o.G. 213. 
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4) H] Claim(s) 1-13 ft/are pending in the application. 
4a) Of the above claim(s) 8 is/tfr withdrawn from consideration. 

5) D Claim(s) is/are allowed. 
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DETAILED ACTION 

Claims 1-13 are pending in this application. 

Election/Restrictions 

Restriction to one of the following inventions is required under 35 U.S.C. 121: 
L Claims 1-13, drawn to compounds of formula (I) wherein ring B is 1,2,4- 

thiadiazin-3-one (3 rd formula in B definition), corresponding composition and 

method of use, classified in class 544, subclass 253+. 
II. Claims 1-7 and 9-13, drawn to compounds of formula (I) wherein ring B is 1,3- 

diazin-3-one, corresponding composition and method of use, classified in class 

544, subclass 10. 

The inventions are distinct, each from the other because of the following reasons: 
The compounds of Groups I-II are drawn to structurally dissimilar compounds. They are 
made independently and used independently. They would be expected to raise different issues of 
patentability if a compound of Group I was anticipated, the anticipatory reference would not 
necessarily render obvious a compound of group II or vice-versa. They are not art-recognized 
equivalents, they are separately classified and require separate burdensome searches both in the 
literature and computer databases. 

Because these inventions are distinct for the reasons given above and have acquired a 
separate status in the art because of their recognized divergent subject matter and as shown by 
their classification, restriction for examination purposes as indicated is proper. 
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During a telephone conversation with Mr n a ,,^D i_ 

anon wun Mr. Claude Purchase on March 4, 2004 a 

provis.ona, eiection was made with traverse «o prosecute the invention of Group ^ ,_ ? 
and 9-,3. Affimation of this election ^ ^ fay ^ ^ ^ ^ ^ ^ 

action. 

C.a im 8 is withdrawn from funher consideralion „ y , he exam . ner> 3y cpR ( j42w ^ 
being drawn to a non-elected invention. 

Applicant is retntnded that upon the cancelation of Catena ,„ a non-eiected tnven.ion the 
—ship tnus, he antended in comphance with 37 CFR ..48(h) if one or more of the 
current* named inventors is no ,o„ g er an inventor of a, , easl one olaim remaining _ ^ 
appheation. Any antendnren. of inventorship must he accompanied h y a re q ues, under 37 CFR 
1.48(b) and by the fee required under 37 CFR 1.1 7(i). 



Claim Objections 

Claim 10 is objected to under 37 CFR 1 7^/^\ u • 

unaer 37 CFR 1.75(c) as being m improper form because a 

multipledependent claim should refer to the other claims in the alternative only. See MPEP 
§ 608.0100. Also, the claim refers to three other claims for different features (see B. 3,. 

Claim 13 is objected to under 37 CFR 1.75(c) as being in improper form because a 
multiple dependent Cairn should refer to the other claims in the alterative only. M so , the claim 
refers to two other claims for different features, which is unacceptable according to MPEP 
§ 608.01 (n)B.3. 

Accordingly, the claims have not been further treated on the merits. 
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Claim Rejections - 35 USC § 112 
The following is a quotatlon of th<J &m paragraph ^ ^ ^ 

^^^r^^^jr^^' — 

P««.» S or with whioh it is mos , „„,,; conn.oted ™1 t. T""" f y per '°" "Wiled it them to which it 
oootomptatod by tho i„v„ to of oorrytng oof htt, ° Z, »" *■» « 6*. the bo* ™' de 

Cain, 9 „ rejected under J5 us c , I2> fe( bw ^ 

The tnsian, Cairn i s dra w„ «o 'A phan.aceu.ioa, composition for ,he ireaimen, of a 

i°r on ,andreci,esawide,is,ofdi - d '^-BP §2I64 . 01(c)Providesthal 

[W,he„ a conrpoont, of common Cairn is , lm , ted by . ^ ^ ^ 

cMi ms hoa Mb eeva lu a t e db ase d o nt ha t a S e^ Flrs( , themethodsreciMmthems(antciaim 

^^"■^^ *^* tal ^ llil _ 1 . (llliiiitat-> 

fcr which to , s no enaWement provMed ^ ^ cond|(ions ^ ^ ^ 

Catnts conrprises of g e„er,c disease ^ such aj ^ ^ 

*» ^roers, ana cancers. SohsfannaHon of uti% an d ta scope is r.ntren when uti% is 
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The activity for the claimed compounds disclosed in the specification is as 
metalloproteinase inhibitors, useful to treat the extensive list of leases recited in instant claim. 
Biological assays are provided in the specification at pages 38-54 and it is concluded that the 
tested compound of formula (I) was effective in inhibition of cartilage damage and thus, useful in 
treating osteoarthritis, however, there is nothing in the disclosure regarding how this in vitro data 
correlates to the treatment of the diverse disorders embraced the instant claims. Animal model 
tests are provided to test for the activity of the compounds in the treatment of osteoarthntis only 
and there is no theory or explanation given providing nexus between this data and the assorted 
diseases recited in the instant claim. The disclosure is insufficient such that one of ordinary skill 
in the art would not be able to extrapolate the given data to activity of the compounds in all other 
conditions of the claims. Many of the claimed disorders, e.g., Alzheimer's disease, cancer, HIV 
infection, etc. have nothing in common with the provided animal models and have been proven 
to be extremely difficult to treat. Further, there is no reasonable basis for assuming that the 
claimed compounds can treat the large list of diseases recited in the claim having diverse 
mechanisms. 

Enablement for the scope of treating 'inflammatory diseases' generally is not present. For 
a compound or a genus to be effective against inflammation generally is contrary to medical 
science. Inflammation is a process which can take place in virtually any site or any part of the 
body. There is no common mechanism by which all, or even most inflammations arise. The 
claims also include 'inflammatory diseases', the mediators for which include bradykinin, 
serotonin, histamine, leukotriene, cytokine, and many others. Accordingly, treatments for 
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■inflation „ r inflammatoIy ^ aK ^ ^ ^ ^ ^ ^ 

"""^ ^ " "° agains, inflammauon generally. 

CNS diseases which inches -Neu^egenerative disor<fcrs „ ^ ^ ^ 

such as Alzheimer's disease, dementia, hereditary cerebellar „, • 

aitary cerebellar atax,as, paraplegias, syringomyelia 

pha.oma.oses, and much more, in f aot, L ay Z er, C ec„ Textbook of Medicme (arnde enclosed) 
— Ura, ,ome degenerative drseases are difnctn, to classify because may mvo.ve mu, tiple ' 
anatomic ,ocatW (see page 20 50). For examp.e, A, 2 „eime rt disease has tradihonahy been 
very d, ffi cu„ or impossible to prevent or even to treat effective* w.th chemotherapy a g en,s 
«*, me fiS£ iU toba2ka£M ^ 20ft ^ ^ ^ ^ ^ ^ ^ ^ ^ 

"HP-, is no cure for A.heimer, drsease, and no dnag tried so f ar can alter the progress or the 
*-e, ( pg. , 994) . Al2heimer , s djsease ^ ^ tnoM cause md ^ ^ ^ ^ ^ 

cholme esterase inhibitors to prolong the activity of acetylcholme. 

Farmer, the instant Cairn i. also drawn to batmen, of cancers in mamma!, ta c,» dtag 
human' - no compound has ever been found to treat cancers of all types generally. Since this 
assetron is contrary t0 w h at is known in medicme, proof must beprovided tha, mis 

present n„der Sta „d in g of onco.ogy. Cecil Textbook of Medicme states that -each specific type 

.as — bio^candclimcalfeataresthatmnstbeapprecatedforproperdiagnoars, treatment 
aud study ( see the enclosed artide, page ,004). Different types of cancers affect d.fferen, 

eancer, was he ,d insufficen, to establish the utihty of the claims directed to disparate types of 
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cancers'. In reference to tumor growth and metastasis, Morris et al. (Invasion Metastasis, 1997) 
stated that "initial arrest and extravasation may be difficult to prevent" (see the PubMed Abstract 
enclosed). Thus, it is beyond the skill of oncologists today to get an agent to be effective against 
cancers generally. 

(Only a few of the claimed diseases are discussed here to make the point of an 
insufficient disclosure, it does not definitely mean that the other diseases meet the enablement 
requirements). 

In evaluating the enablement question, several factors are to be considered. Note In re 
Wands, 8 USPQ2d 1400 and Ex parte Forman, 230 USPQ 546. The factors include: 1) The 
nature of the invention, 2) the state of the prior art, 3) the predictability or lack thereof in the 
art, 4) the amount of direction or guidance present, 5) the presence or absence of working 
examples, 6) the breadth of the claims, and 7) the quantity of experimentation needed. 

1) The nature of the invention: Therapeutic use in treating a diverse list of conditions. 

2) The state of the prior art: There are no known single group of compounds of similar structure 
which have been demonstrated to treat the wide variety of conditions instantly recited. 

3) The predictability or lack thereof in the art: Applicants have not provided any competent 
evidence or disclosed tests that are highly predictive for the pharmaceutical use of the instant 
compounds. Pharmacological activity in general is a very unpredictable area. Note that in cases 
involving physiological activity such as the instant case, "the scope of enablement obviously 
varies inversely with the degree of unpredictability of the factors involved". See /„ re Fisher, 
All F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). Rasmussen et al., in a recent article 
(Pharmacol. Ther., Vol. 75, 1997) stated that "Randomized clinical tnals, in particular in earlier- 
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s t a 8 e dtsease, are required in order to f ully characten2e ^ ^ ^ ^ ^ ^ 

agents-, see pa g e 74, co.. , . AUo, Chambers e, a,., in their review article ( , Na(iona , Cancer 

m,„ Vo,. 89, ,997) expressed that -OCaUs of the danism, by which MMPs ^ their 
.nh ibit „ rs con(nbute to creatmg an cnv . onmen( ^ avors ^ Miiatjon ^ ^ 

of primary and metastatic .mors remain ,o be eiuc.da.ed, on, are of key importance in cancer 
therapy. Therefore, me s,a t e of me art provides me need of nndne expernnentatton for the 
instantly claimed therapeutic benefits. 

4) The amount of direction or guidance present and 5) ,he presence or absence of working 

nor mere are doses g,ven for the _ of the d.sorders commensurate in scope with the 
claims. 

6) The hreadth of mc Cairns: The mstan, Cairns embrace the treatment of amuMtude of generic 
conditions. 

7) The quantity of expertmentatton needed wouid be an undue burden to one skihed i„ t he 
Phamtaceunca, arts since there is ,„ade q ua,e gntdanec given to the skihe. artisan, regarding the 
pharmaceutical use, for the reasons stated above. 

Thus, factors such as "sufficient working .xamp.es", -the ievel of skiU in the art- and 
■predtctabihty, etc. have been demonstrated to be snfflctendy broking i» th e use 
tnvention. ,„ view of the breadth of the Cairn, the chemica, nature of the invention the 
unpredictably ofhgand-receptor interactions ,„ genera,, and the iack of working exampies 
regarding the activity of the Canned compounds, one having o rdinary sldU fa the art wou , d _ 
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to undergo an undne amoun, of experimentation ,o nse the invention commensurate m scope 
with the claims. 

Applicant's attention is directed to MPEP S mm u ■ • 

uu ivircr § 2164.01(c) wherein it is stated "when a 

confound or composition Cain, is no, hmited by a reei.ed use, any enabled use ,ba, wou,d 
reasonabiy corre,a,e win, ,be entire scope of ,ba, Cain, „ sufficient to prec , ude . ^ fc 
nonenablemen, baaed on how to use, As tbe speciflcatjon ^ ^ ^ ^ 

for the enablement of the confounds as MMP inhib.tors (see pages 38-48), appropriate 
amendment of the claim would overcome the rejection. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

C.a,m S ,-7, 9 and U-,2 are rejected under 35 U.S.C. , ,2, second paragraph, as being 
mdefmhe for failing t0 particularly point on, and distinct* Cairn the subjec, matter which 
apphcan, regards as the invention. In Cairn ,. page 68, line 2,, a defntition is provded for 'n, 
(see *M is an integer from 0-3»), however, the variab,e V couid no, be located anywhere in the 
claim. 

The remaining Cairns are included here because they are dependent Cairns and do no, 
further resolve the above issue. 



Claim Rejections - 35 USC § 102 
The foUowmg is a quotation of the appropriate paragraphs of 35 U.S.C. 102 ,hat form the 
bas,s for the rejections under this section made in this Off.ce action: 
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A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a forogn country, before the invention thereof by the applicant for a patent. P publ,Catlon ,n thls 

SS? i nVenti °" WaS pate " ted or described ^ a printed publication in this or a foreign country or in public use or on 
sale ,„ th,s country, more than one year prior to the date of application for patent in the United States 

1. Claiml is rejected under 35 U.S.C. 1 02(a) as being anticipated by Nagamatsu et al. 
(Heterocycles, April 2002). The instant claims read on the reference disclosed 
compounds, see compound no. 9k and 91. 

2. Claim 1 is rejected under 35 U.S.C. 102(b) as being anticipated by Hayakawa et al., 
CAPLUS Abstract 133:4331 (2000). The instant claims read on reference disclosed 
compound, RN 271256-56-5. 

3. Claim 1 is rejected under 35 U.S.C. 102(b) as being anticipated by Zvezdina et al., 
CAPLUS Abstract 107:198225 (1987). The instant claims read on reference disclosed 
compound, RN 110950-94-2. 

4. Claim 1 is rejected under 35 U.S.C. 102(b) as being anticipated by Ivanov et al., 
CAPLUS Abstract 100:68258 (1984). The instant claims read on reference disclosed 
compound, RN 88696-65-5. 

5. Claim 1 is rejected under 35 U.S.C. 102(b) as being anticipated by Kost et al., CAPLUS 
Abstract 90:72145 (1979). The instant claims read on reference disclosed compounds, 
RN 57491-47-1; 57491-49-3; 63803-95-2; 63803-96-3; 63803-97-4; and 63803-98-5. 

6. Claim 1 is rejected under 35 U.S.C. 102(b) as being anticipated by Kranz et al., U.S. 
Patent No. 3,810,894. The instant claims read on reference disclosed compound, see the 
compound of Example 14. 
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Allowable Subject Matter 

Claims 2-7 and 1 1-12 would be allowable if rewritten to overcome the rejeetion(s) under 
35 U.S.C. 1 12, second paragraph, set forth in this Office action and to include all of the 
limitations of the base claim and any intervening claims. The references of record do not teach 
or fairly suggest the claimed compounds. 



Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Deepak Rao whose telephone number is (571) 272-0672. The 
examiner can normally be reached on Tuesday-Friday from 6:30am to 5:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Dr. Mukund Shah, can be reached on (571) 262-0674. If you are unable to reach Dr. 
Shah within a 24 hour period, please contact James O. Wilson, Acting-SPE of 1624 at (571) 272- 
066 1 . The fax phone number for the organization where this application or proceeding is 
assigned is (703) 872-9306. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (571) 272-1600. 



Deep* 
Primary Examiner 

March 8, 2004 Art Unit 1624 




